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Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 



1. Statement 



Novelty (N) 


Claims 


1-62. 


YES 




Claims 




NO 


Inventive step (IS) 


Claims 


1-62. 


YES 




Claims 




NO 


Industrial applicability (IA) 


Claims 


1-62. 


YES 




Claims 




NO 



2. Citations and explanations (Rule 70.7) 
Citations 

Dl WO 2000/028003 Al 

D2 KENT, S. J., et. al. Vaccine 18:2250-6. 

D3 WO 2004/058278 Al 

D4 Chemical Abstracts 141:151863. 

Novelty (N) and Inventive Step ttS) 

The citations may disclose the treatment of retroviral infection by administering certain vectors to induce, 
enhance an immune response, but none of the citations Dl - D4 discloses or suggests methods of reducing or 
alleviating one or more side effects of anti-retroviral drug therapy in the manner presently claimed. Neither do 
the citations disclose or suggest certain vectors when used during interrupted antiviral drug therapy to prevent, 
reduce or delay viral rebound; or certain vectors when used to reduce or alleviate one or more side effects of 
antiviral drug therapy. Therefore the claimed matter is both novel and inventive. 

Industrial Applicability (IA) 

The claimed matter appears to be industrially applicable. 
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Box No. VI 



Certain documents cited 



Certain published documents (Rule 70.10) 

Application No. Publication date 

Patent No. fdav/montli/vear) 

P,X WO 2004/058278 1 5 July 2004 



Filing date 
(dav/month/vear) 

15 December 2003 



Priority date ( valid claim) 
Cdav/montJiAtear) 

16 December 2002 



The citation discloses the preparation of poxvirus vectors (particularly vaccinia) expressing IL-15 and viral peptides 
(particularly HIV peptides). See example 2 and Figure 5. The citation however does not disclose methods of reducing 
or alleviating one or more side effects of anti-retroviral drug therapy in the manner presently claimed. 



2. Non-written disclosures (Rule 70.9) 

Kind of non-written disclosure Date of non-written disclosure Date of written disclosure 

(day/month/year) referring to non-written disclosure 

(dav/monthfvear) 
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Supplemental Box Relating to Sequence Listing 



Continuation of Box No. I, item 2: 

1 . With regard to any nucleotide and/or amino acid sequence disclosed in the international application and necessary to the 
claimed invention, this report was established on the basis of: 

a. type of material 

[x] a sequence listing 

[ | table(s) related to the sequence listing 

b. format of material 
[x] in written format 

|~] in computer readable form 

c. time of filing/furmshing 

|X| contained in the international application as filed 

| | filed together with the international application in computer readable form 

| | furnished subsequently to this Authority for the purposes of search and/or examination 

| j received by this Authority as an amendment* on 

2. I — I In addition, in the case that more than one version or copy of a sequence listing and/or table(s) relating thereto has been 
— filed or furnished, the required statements that the information in the subsequent or additional copies is identical to that 

in the application as filed or does not go beyond the application as filed, as appropriate, were furnished. 

3. Additional comments: 



* If item 4 in Box No. I applies, the listing and/or table(s) related thereto, which form part of the basis of the report, may 
marked "superseded. " 
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Claims 



1 . A method of reducing or alleviating one or more side effects of anti-retroviral drug 
therapy comprising administering to a subject a poxvirus vector encoding an 
antigen of the retrovirus or the retrovirus antigen and a cytokine, or a functional 
homolog, derivative, part or analog of the retrovirus antigen and/or the cytokine, in 
conjunction with interrupted anti-retroviral drug therapy wherein the antigen or the 
antigen and the cytokine are expressed in the subject and are effective in 
maintaining or prolonging a low retroviral load in the subject for a period of time 
and are effective in preventing, reducing or delaying viral rebound during 
interruption of anti-retroviral drug treatment. 

2. The method of claim 1 , wherein the retroviral infection is HIV infection. 

3. The method of claim 1 or 2, wherein the vector is administered to a subject 
exhibiting a low retroviral viral load as a result of anti-retroviral drug therapy. 

4. The method of claim 1 or 2, wherein the vector is administered to a subject 
exhibiting a low retroviral load prior to commencement of anti-retroviral drug 
therapy. 

5. The method of claim 1, 2, 3 or 4, wherein the cytokine is selected from IFNy, IL- 
12, EL-2, TNF and IL-6. 

6. The method of claim 5, wherein the cytokine is IFNy. 

7. The method of any one of claims 1 to 6, wherein the retrovirus antigenjs encoded 
by a coding region selected from gag, em, pol and pro coding regions. 

8. The method of claim 7, wherein the retrovirus antigen is encoded by gag and/or pol 
coding regions. 
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9. The method of claim 8, wherein the retrovirus antigen is encoded by gag and pol 
coding regions of HIV. 

10. The method of any one of claims 1 to 9, wherein the poxvirus vector is an avipox 
virus vector. 

11. The method of claim 10, wherein the avipox virus vector is a fowlpox virus vector. 

12. A method for reducing or alleviating one or more side effects of anti-HIV drug 
therapy comprising administering to a subject a poxvirus vector comprising a 
sequence of nucleotides encoding a retrovirus antigen and a sequence of 
nucleotides encoding a cytokine, or a functional homolog, part, derivative or analog 
of the antigen and/or the cytokine, in conjunction with interrupted anti-retroviral 
drug therapy, wherein said method is effective in maintaining a low retroviral load 
in the subject and preventing, reducing or delaying retroviral rebound in the 
absence of anti-retroviral drug therapy. 

13. The method of claim 12, wherein the retrovirus antigen is an HIV antigen. 

14. The method of claim 12 or 13, wherein the vector is administered to a subject 
exhibiting a low retroviral viral load as a result of anti-retroviral drug therapy. 

15. The method of claim 12 or 13, wherein the vector is administered to a subject 
exhibiting a low retroviral load prior to commencement of anti-retroviral drug 
therapy. 

16. The method of claim 12, 13, 14 or 15, wherein the cytokine is selected from IFNy, 
IL-12, IL-2, TNF and IL-6. 

» 

17. The method of claim 16, wherein the cytokine is IFNy. 
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1 8. The method of claim 1 7, wherein IFNy comprises the amino acid sequence set forth 
in SEQ ID NO: 6 or an amino acid sequence having at least about 60% similarity 
thereto. 

19. The method of claim 17, wherein IFNy is encoded by a sequence of nucleotides set 
forth in SEQ ID NO: 5 or a sequence of nucleotides encoding a functional 
homolog, part, derivative or analog thereof having at least 60% similarity thereto, 
or a sequence which hybridises thereto or to a complementary form thereof under 
conditions of medium stringency. 

20. The method of any one of claims 12 to 19, wherein the retrovirus antigen is 
encoded by a coding region selected from gag, env, pol and pro coding regions. 

21. The method of claim 20, wherein the retrovirus antigen is encoded by gag and/or 
pol coding regions. 

22. The method of claim 21, wherein the retrovirus antigen is encoded by gag and pol 
coding regions of HIV. 

23. The method of claim 22, wherein the retrovirus antigens encoded by gag and pol 
comprise the amino acid sequence set forth in SEQ ID NO: 2 or a functional 
homolog, part or derivative thereof or a sequence of amino acids having at least 
60% similarity thereto, and SEQ ID NO: 4 or a functional homolog, part or 
derivative thereof, or a sequence of amino acids having at least 60% similarity 
thereto, respectively. 

24. The method of claim 22, wherein the retrovirus antigen encoded by gag is encoded 
by a sequence of nucleotides set forth in SEQ ID NO: 1 or a sequence of 
nucleotides encoding a functional homolog, part or derivative thereof having at 
least 60% similarity thereto after optimal alignment or a sequence which hybridises 
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thereto or to a complementary form thereof under conditions of medium stringency, 
and wherein the retrovirus antigen encoded by pol is encoded by a sequence of 
nucleotides set forth in SEQ ID NO: 3 or a sequence of nucleotides encoding a 
functional homolog, part or derivative thereof having at least 60% similarity thereto 
after optimal alignment or a sequence which hybridises thereto or to a 
complementary form thereof under conditions of medium stringency. 

The method of any one of claims 12 to 24, wherein the poxvirus vector is an avipox 
virus vector. 

The method of claim 25, wherein the avipox virus vector is a fowlpox virus vector. 

The method of claim 26, wherein the insertion site in the fowlpox vector comprises 
the sequence of nucleotides set forth in SEQ ID NO: 7. 

A method of reducing or alleviating one or more side effects of anti-retroviral drug 
therapy comprising administering to a subject exhibiting a retroviral infection a 
poxvirus vector comprising a sequence of nucleotides encoding an antigen of the 
retrovirus or a functional derivative, homolog, part or analog thereof, and a 
sequence of nucleotides encoding a cytokine or a functional derivative, homolog, 
part or analog thereof in conjunction with interrupted anti-retroviral drug therapy, 
for a time and under conditions sufficient to co-express the antigen and the 
cytokine and to reduce or alleviate one or more side effects of anti-retroviral drug 
therapy in the subject. 

The method of claim 28, wherein the retroviral infection is HIV infection. 

The method of claim 28 or 29, wherein the vector is administered to a subject 
exhibiting a low retroviral viral load as a result of anti-retroviral drug therapy. 

The method of claim 28 or 29, wherein the vector is administered to a subject 
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exhibiting a low retroviral load prior to commencement of anti-retroviral drug 
therapy. 

32. The method of claim 28, 29, 30 or 31, wherein the cytokine is selected from IFNy, 
IL-12, IL-2, TNF and IL-6. 

33. The method of claim 32, wherein the cytokine is IFNy. 

34. The method of claim 33, wherein the IFNy comprises the amino acid sequence set 
forth in SEQ ID NO: 6 or an amino acid sequence having at least about 60% 
similarity thereto. 

35. The method of claim 33, wherein IFNy is encoded by a sequence of nucleotides set 
forth in SEQ ID NO: 5 or a sequence of nucleotides encoding a functional homolog 
or derivative thereof having at least 60% similarity thereto, or a sequence which 
hybridises thereto or to a complementary form thereof under conditions of medium 
stringency. 

36. The method of any one of claims 28 to 35, wherein the retrovirus antigen is 
encoded by a coding region selected from gag, env, pol and pro coding regions. 

37. The method of claim 36, wherein the retrovirus antigen is encoded by gag and/or 
pol coding regions. 

38. The method of claim 37, wherein the retrovirus antigen is encoded by gag and pol 
coding regions of HIV. 

39. The method of claim 38, wherein the retrovirus antigens encoded by gag and pol 
comprise the amino acid sequence set forth in SEQ ID NO: 2 or a functional 
homolog, part or derivative thereof, or a sequence of amino acids having at least 
60% similarity thereto, and SEQ ID NO: 4 or a functional homolog, part or 
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derivative thereof, or a sequence of amino acids having at least 60% similarity 
thereto, respectively. 

40. The method of claim 38, wherein the retrovirus antigen encoded by gag is encoded 
by a sequence of nucleotides set forth in SEQ ID NO: 1 or a sequence of 
nucleotides encoding a functional homolog, part or derivative thereof, having at 
least 60% similarity thereto after optimal alignment, or a sequence which 
hybridises thereto or to a complementary form thereof under conditions of medium 
stringency, and wherein the retrovirus antigen encoded by pol is encoded by a 
sequence of nucleotides set forth in SEQ ID NO: 3 or a sequence of nucleotides 
encoding a functional homolog, part or derivative thereof having at least 60% 
similarity thereto after optimal alignment, or a sequence which hybridises thereto 
or to a complementary form thereof under conditions of medium stringency. 

41. The method of any one of claims 28 to 40, wherein the poxvirus vector is an avipox 
virus vector. 

42. The method of claim 41 , wherein the avipox virus vector is a fowlpox virus vector. 

43. The method of claim 42, wherein the insertion site in the fowlpox vector comprises 
the sequence of nucleotides set forth in SEQ ID NO: 7. 

44. A use of a recombinant vector comprising a sequence of nucleotides encoding a 
retrovirus antigen or a functional derivative, homolog, part or analog thereof, and a 
sequence of nucleotides encoding a cytokine or a functional derivative, homolog, 
part or analog thereof in the manufacture of a medicament for use in conjunction 
with interrupted anti-retroviral drug treatment in maintaining or prolonging a^ low 
retroviral load in a subject for a period of time, and in preventing, reducing or 
delaying viral rebound during interruption of anti-retroviral drug treatment: 

45. A use of a recombinant vector comprising a sequence of nucleotides encoding a 
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retrovirus antigen or a functional derivative, homolog, part or analog thereof, and a 
sequence of nucleotides encoding a cytokine or a functional derivative, homolog, 
part or analog thereof, in the manufacture of a medicament for use in reducing or 
alleviating one or more side effects of anti-retroviral drug therapy. 

46. A use according to claim 44 or 45, wherein the retrovirus is HIV. 

47. A recombinant poxvirus vector comprising a sequence of nucleotides encoding a 
retrovirus antigen or a functional homolog, derivative, part or analog thereof, and a 
sequence of nucleotides encoding a cytokine or a functional homolog, derivative, 
part or analog thereof, when used in conjunction with interrupted anti-retroviral 
drug therapy to maintain or prolong a low retroviral load in a subject and to 
prevent, reduce or delay viral rebound during interruption of anti-retroviral drug 
treatment in a subject. 

48. A recombinant poxvirus vector comprising a sequence of nucleotides encoding a 
retrovirus antigen or a functional homolog, derivative, part or analog thereof, and a 
sequence of nucleotides encoding a cytokine or a functional homolog, derivative, 
part or analog thereof, when used for reducing or alleviating one or more side 
effects of anti-retroviral drug therapy. 

49. The recombinant poxvirus vector of claim 48, when used for maintaining or 
prolonging a low retroviral load in the subject during anti-retroviral treatment 
interruption and for reducing or alleviating one or more side effects of anti- 
retroviral drug therapy. 

50. The recombinant poxvirus vector of claims 47, 48 or 49, wherein the retrovirus is 
HIV. 

51. The recombinant vector of claims 47, 48, 49 or 50, wherein the cytokine is seleoted 
from IFNy, IL-12, IL-2, TNF and IL-6. 
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52. The recombinant vector of claim 5 1 , wherein the cytokine is IFNy. 

53. The recombinant vector of claim 52, wherein the IFNy comprises the amino acid 
sequence set forth in SEQ ID NO: 6 or an amino acid sequence having at least 
about 60% similarity thereto. 

54. The recombinant vector of claim 52, wherein IFNy .is encoded by a sequence of 
nucleotides set forth in SEQ ID NO: 5 or a sequence of nucleotides encoding a 
functional homolog or derivative thereof having at least 60% similarity thereto or a 
sequence which hybridises thereto or to a complementary form thereof under 
conditions of medium stringency. 

55. The recombinant vector of any one of claims 47 to 54, wherein the retrovirus 
antigen is encoded by a coding region selected from gag, env, pol and pro coding 
regions. 

56. The recombinant vector of claim 55, wherein the retrovirus antigen is encoded by 
gag and/or pol coding regions. 

57. The recombinant vector of claim 56, wherein the retrovirus antigen is encoded by 
gag and pol coding regions of HIV. 

58. The recombinant vector of claim 57, wherein the retrovirus antigens encoded by 
gag and pol comprise the amino acid sequence set forth in SEQ ID NO: 2 or a 
functional homolog, part or derivative thereof or a sequence of amino acids having 
at least 60% similarity thereto, and SEQ ID NO: 4 or a functional homolog, part or 
derivative thereof or a sequence of amino acids having at least 60% similarity 
thereto, respectively. 

59. The recombinant vector of claim 57, wherein the retrovirus antigen encoded by gag 
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is encoded by a sequence of nucleotides set forth in SEQ ID NO: 1 or a sequence of 
nucleotides encoding a functional homolog, part or derivative thereof having at 
least 60% similarity thereto after optimal alignment or a sequence which hybridises 
thereto or to a complementary form thereof under conditions of medium stringency, 
and wherein the retrovirus antigen encoded by pol is encoded by a sequence of 
nucleotides set forth in SEQ ID NO: 3 or a sequence of nucleotides encoding a 
functional homolog, part or derivative thereof having at least 60% similarity thereto 
after optimal alignment or a sequence which hybridises thereto or to a 
complementary form thereof under conditions of medium stringency. 

The recombinant vector of any one of claims 47 to 59, wherein the poxvirus vector 
is an avipox virus vector. 



61 . The recombinant vector of claim 60, wherein the avipox virus vector is a fowlpox 
virus vector. 

62. The recombinant vector of claim 61, wherein the insertion site in the fowlpox 
vector comprises the sequence of nucleotides set forth in SEQ ID NO: 7. 



Amended Sheet 

TDT34/ATT 



